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i: (Canee ec s 



13. (Currently Amended) 
ee«s4i! s n 4 e diabedy-4y 

from a bnnntaDcd diabody-type bispecitlc antibody ..comprising; 

i" » < . ^ . ^ s m m j sii iio a v 

' - i • ' 4- ' eA >:43, and 

a imht chain comprising a variable region con" '-r: . m , « seo • . 
toSEOIDNO: 46.or 

(B) . a heavy chain comprising a vanab c mgrnn co t I *.qu«a:e 

acco rding to SI:X ) ID N():44. and 

a light chain comprising a variable region comprising an amnio acid s eque nce according 
to SEP ID NO:45 

li < s 4 L > ) <_ , y,^L _ e ,' m 

. 4j LL _ ' ? 1 ° i . a _ i . . i__ 

4 > ' < . 1 in ^'vl 

wherein.. Mel at position 4 8 and Ala a t posit io n 93 o f the hsht chanysegucnee according 
to SFQ ...ID NO:45 are replaced by He and T hr., respectively 

• 1 ' V - 1 J„ 1 > V _s 
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according to SEQ I D NO:44 and a light chain comprising a variable region com prisi n g an am ino 

ac,^ seo . ] ; ' ' NO 

wherein Ar> s 

Oi 0 v>a^ ' h) NO t- C cp < . i I ^ 

• gg._Oi_.> <» v 

_^ _ t " , i _ 

according to SEQ ID NO:44 and a light chain comprising a v ariable r egion comprising an amino 
acid se qoen ca according to ShQ ID NO:46\ 

yybcn * Vet at. position 48 Arg a! position 66. V!ct at po.MOo >o t 

Thr at positio n 73 and Ala at position 93 of the l ight chain sequence according to SEP ID NQ:45 
c_\ J -\ c * ss. Leu , Va l Arg and Thr. respective ly. 

14. (Withdrawn) A nucleic acid encoding the single chain polypeptide or each region 
contained therein of Claim 1 3. 

15. (Withdrawn) The nucleic acid according to Claim 14 having an optimum codon for a 
host cell in which the nucleic acid is expressed. 

16 (Withdrawn) The nucleic acid ccon ig Ciaio 5 j C g he op n m >c n r 

E. coli. 
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17. (Withdrawn - Currently Amended) A replicable cloning vector or expression vector 
^ . 1, to C*aim 14.-4-5.or 1 6 . 

i 8. (Withdrawn) The s ector according to Claim 1 7, which is a plasmid vector. 

19. ( Withdrawn) A host cell transformed with the vector according to Claim 1 7. 

20. (Withdrawn) The host cell according to Claim 19, which is E* coll. 

21. (Withdrawn - Currently Amended) A method tor the production of the a single-chain 
polypeptide according to Claim 13, comprising culturfeig the host cell ae-coMkg -to --Gkka-4-9--to 
e?epg6gB-4fee t ransformed with nucleic acid -is-& aodsvi v 

1 v. v. ^ - s Hy-^^H-peWpeptide 

Uv . ! > ^ si CWft 4-5- pel v vy , 

22. (Withdrawn - Currently Amended) A method for the production of the diabody type 
d$ n j> x < e >NN«tv . > J} acc o r din g to ' €i asm-4> comprising assembling the single-chain 

pc ^peptides produced by the met - thecal bedy-tyn iiabody-type 

bispecifk antibod> a-eeordi^ te Claim 1 , and separating and collecting the diabody-lype 
antibody. 
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23. (Currently Amended) A pharmaceutical preparation comprising an active ingredient 
selected from the group consisting of the diabody-type bispecihc antibody according to Cl a im- 4 
Claim 2i t c jolypep de ac i .13, the nucleic 

vector at on laim mdt ost cell icco ding to ( ain b 

24, (Currently Amended) The pharmaceutical preparation according to Claiaa-23 ' for -use 



\ - 1 v aim 28 . 

25. (Currently Amended) The pharmaceutical preparation according to GMm-ZZ Claim 
24 for use in increasing the production of cytokines by the cells having phagocytosis or cytotoxic 
activity. 

26. (Currently Amended) The pharmaceutical preparation according to Claim 23,. 21: or 
2-> Claim 24 comprising as the active ingredient the human i ye d a n< ,- .• > \ v diabody-type 
bispeci ftc antibody . 

27. (Withdrawn - Currently Amended) A method for increasing the production of 
cytokines by the cells having phagocytosis or cytotoxic ctlvin c ran d the diabody- 
type bispecitlc ibody accor g to Claim' 1 Clai m 28 tire tern c< sing the 1 
having phagocytosis or cytotoxic activity and tumor cells expressing the human EOF receptors. 




-an-d-A>n 
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28, (New) A humanized diabody-type bispeeifle antibody consisting of two single-chain 
polypeptides selected .from the group of (A)-(D) consisting of: 
% f i gle-chain polyps c npr sh g 

a * ^ c o compt ig a van bi< regi n omp sir an an n a< d equ sec according 
to SEQ ID NO:43, and a. light chain comprising a variable region comprising an amino acid 
sequence according to SEQ ID NO:46. and 

a second single-chain polypeptide comprising 

a heavy chain comprising a variable region comprising an amino acid sequence according 
to SEQ ID NO:44, and a light chain comprising a variable region comprising an amino acid 
sequence according to SEQ ID NG:45, 

'■■(B) a first single-chain polypeptide comprising 

a heavy chain comprising a variable region comprising an amino acid sequence according 
to SEQ ID NO:43 and a light chain comprising a variable region comprising an amino acid 
sequence accord -m m SPQ ID NO;46, and 

d i i d^ ■> ue comprising a heavy chain comprising a variable, regipn: 

comprising an amino acid sequence according to SEQ ID NO:44 and a light chain comprising a 
variable region comprising an amino acid sequence according to SEQ ID NO:45, 

\ a 5 d- ■> ^ 'u U s > s v vtn d rv 

to SEQ [D NO:45 are n pi seed b> lie tnd fhr, respectively 
(€} a first single-chain polypeptide comprising 

a heavy chain comprising a variable region comprising an amino acid sequence according 

to SEQ ID NO:43 and a light chain comprising a variable region comprising an amino acid. 
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sequence according to SEQ ID NQ:46 S and 

a second single-chain polypeptide comprising 

aheavy ehim.c^ ;p~ u " \ s ..^ c \ oe ^ ^ i i tcodia 

to SEQ ID NO:44 and a light chain comprising a variable region comprising an amino acid 
sequence according to SEQ ID NO;45, 

wherein Arg at position 66, Met at position 69, Arg at position 71 and Thr at position 73 
of the light chain sequence according to SEQ ID NO:45 are replaced by Lys, Leu, Val and Arg, 
respectively, and 

(O) a first single-chain polypeptide comprising 

a heavy chain comprising a variable region comprising an amino acid sequence according 
to SEQ ID NO:43 and a light chain comprising a variable region comprising an amino acid 
sequence according to SEQ ID NO:46, and 

a second single-chain polypeptide comprising 

a heavy ch in comprising i s prising an an * 

to SEQ ID NO:44 and a light chain comprising a variable region comprising an amino acid 
sequence according to SEQ ID NO:45, 

wherein Met at position 48, Arg at position 66, Met at position 69, Arg at position 71, 
! >osition 73 \ s s 93 of the light chain sec ence ■< QIDNO:45 
are replaced by he, Lys. Leu, Val, Arg and Thr, respectively. 

29. (New ) The humanized diabody-type bispeciilc antibody according to claim 28 which 

is (A). 
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30. (New) The humanized diabody-type hi specific antibody according to claim 28 which 

31. (New) The humanized diabody-iype bispecific antibody according to claim 28 which 

ism- 

32. (New) The humanized diabody-type bispecific antibody according to claim 28 
which is (0h 
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